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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election with traverse of group I in the reply filed on 1 6 January 2009 is 
acknowledged. The traversal is on the ground(s) that groups l-lll can be searched together. This 
argument is not found persuasive because groups II and III require an additional search based on the 
method of using a compound of claims 24-27 and the presence of a therapeutic agent linked to the 

1 ,4,7, 1 0-tetraazacyclododecane. In addition, it is unclear to which variable a therapeutic agent will be 
attached. None of the variables in claim 25 provide for a therapeutic agent. 

The requirement is still deemed proper and is therefore made FINAL. 

2. As a result of the election of group I, claims 24-34 are being examined on the merits. 

3. Claims 35-39 are withdrawn from further consideration pursuant to 37 CFR 1 . 1 42(b), as being 
drawn to a nonelected invention, there being no allowable generic or linking claim. Claims 36-38 have 
been withdrawn because an additional search is required for the therapeutic medium of claim 36 and a 
targeting moiety, diagnostic moiety, or therapeutic moiety (of claims 37 and 38). The additional 
component required may also control classification of the invention. Applicant timely traversed the 
restriction (election) requirement in the reply filed on 1 6 January 2009. 

Claim Objections 

4. Claims 25-26 and 28-34 are objected to because of the following informalities: The possibility 
"CHP(0)(OH)2,(CH 2 )n-NH 2 " for variable R 6 in claim 25 and R 5 in claim 26 appears to be incorrect. 
Examiner has interpreted this to be "CHP(0)(OH)2-(CH2) n -NH2". If this interpretation is wrong, 
applicants are encouraged to inform the examiner. Appropriate correction is required. 

5. Claim 28 is objected to under 37 CFR 1 .75(c), as being of improper dependent form for failing 
to further limit the subject matter of a previous claim. Applicant is required to cancel the claim(s), or 
amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the claim(s) in 
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independent form. Claim 28 fails to further limit claims 24-27 because it is unclear where the multimer 
is being formed relative to a polyazamacrocyclic compound with at least one phosphonic group, a 
compound of formula II, or a compound of formula IV. 

Claim Rejections - 35 USC § 1 12 

6. The following is a quotation of the first paragraph of 35 U.S.C. I 1 2: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

7. Claims 24 and 28-34 are rejected under 35 U.S.C. I 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed invention. Applicants do 
not have possession of the entire genus of compounds represented by claim 24. Since claim 28-34 are 
dependent on this claims, these claims are rejected as well. 

Claims 24 and 28-34 are rejected under 35 U.S.C. I 1 2, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter that was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that the inventor(s), 
at the time the application was filed, had possession of the claimed invention. Claims 24 and 28-34 do 
not contain generic formulae indicating structural makeup for the polyazamacrocyclic ring that is part of 
applicants' invention. In the broadest reasonable interpretation of claim 24, a polyazamacrocyclic 
compound can be as simple as any ring (aromatic or non-aromatic) with at least two nitrogen atoms. 
Thus, claim 24 is interpreted as any compound comprising a ring with at least two nitrogen atoms and a 
phosphonic group. Claim 24 is not clear how the phosphonic group is attached to the ring portion of 
the compound. Claim 24 has been examined in relation to the scope of the elected group and species. 



Application/Control Number: 10/584,430 Page 4 

Art Unit: 1624 

However, applicants have not shown they are able to prepare this compound. Examples I - 1 3 (pages 33- 
6 1 of the specification) show that applicants have possession only for 1 ,4,7, 1 0-tetraazacyclododcane 
rings with at least one phosphonic-methylene group attached to a nitrogen atom within the ring. 

According to the MPEP §2 1 63 I. A. "the issue of a lack of adequate written description may arise 
even for an original claim when an aspect of the claimed invention has not been described with sufficient 
particularity such that one skilled in the art would recognize that the applicant had possession of the 
claimed invention. The claimed invention as a whole may not be adequately described if the claims 
require an essential or critical feature which is not adequately described in the specification and which is 
not conventional in the art or known to one of ordinary skill in the art." The MPEP states in §2 1 63 II 3 
ii) "The written description requirement for a claimed genus may be satisfied through sufficient 
description of a representative number of species by actual reduction to practice (see i)(A), above), 
reduction to drawings (see i)(B), above), or by disclosure of relevant, identifying characteristics, i.e., 
structure or other physical and/or chemical properties, by functional characteristics coupled with a 
known or disclosed correlation between function and structure, or by a combination of such identifying 
characteristics, sufficient to show the applicant was in possession of the claimed genus (see i)(C), above). 
See Eli Lilly, I 1 9 F.3d at 1 568, 43 USPQ2d at I406." 

According to the MPEP §2 1 63.02 Standard for Determining Compliance With the Written 
Description Requirement, "The courts have described the essential question to be addressed in a 
description requirement issue in a variety of ways. An objective standard for determining compliance 
with the written description requirement is, "does the description clearly allow persons of ordinary skill 
in the art to recognize that he or she invented what is claimed". In re Gosteli, 872 F.2d 1 008, 1 01 2, 1 0 
USPQ2d I6I4, I6I8 (Fed. Cir. 1 989). Under Vas-Cath, Inc. v. Mahurkar, 935 F.2d 1 555, 1 563-64, 1 9 
USPQ2d I I I I, I I 1 7 (Fed. Cir. 1 99 1), to satisfy the written description requirement, an applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
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in possession of the invention, and that the invention, in that context, is whatever is now claimed. The 
test for sufficiency of support in a parent application is whether the disclosure of the application relied 
upon "reasonably conveys to the artisan that the inventor had possession at that time of the later 
claimed subject matter". Ralston Purina Co. v. Far-Mar-Co., Inc., 772 F.2d 1 570, 1 575, 227 USPQ 1 77, 
1 79 (Fed. Cir. 1 985) (quoting In re Kaslow, 707 F.2d 1 366, 1 375, 2I7 USPQ 1 089, 1 096 (Fed. Cir. 
1 983))." 

This case was filed before Applicants had a clear idea of the structures encompassing the scope 
of claims 24 and 28-34, other than the specific compounds recited in claim 27 and compounds embraced 
by formulae II and IV. The specification provides broad areas of future research and speculation, inviting 
undue experimentation in learning how to use Applicants' invention. 

Applicants are reminded of what the U.S. Court of Appeals Federal Circuit wrote in University 
of California v. Eli Lilly and Co. 43 USPQ2d 1 398, "In claims involving chemical materials, generic 
formulae usually indicate with specificity what the generic claims encompass. One skilled in the art can 
distinguish such a formula from others and can identify many of the species that the claims encompass. 
Accordingly, such a formula is normally an adequate description of the claimed genus." "A definition by 
function, as we have previously indicated, does not suffice to define the genus because it is only an 
indication of what the gene does, rather than what it is. See Fiers, 984 F.2d at I 1 69-7 1 , 25 USPQ2d at 
1 605-06 (discussing Amgen). "It is only a definition of a useful result rather than a definition of what 
achieves that result." "The description requirement of the patent statute requires a description of an 
invention, not an indication of a result that one might achieve if one made that invention. See In re 
Wilder, 736 F.2d I5I6, 1 52 1, 222 USPQ 369, 372-73 (Fed. Cir. 1 984) (affirming rejection because the 
specification does "little more than outlin[e] goals appellants hope the claimed invention achieves and 
the problems the invention will hopefully ameliorate.")". 

8. The following is a quotation of the second paragraph of 35 U.S.C. I 1 2: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

9. Claim 25-26 and 28-34 rejected under 35 U.S.C. I 1 2, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. Claims 25-26 and 28-34 are unclear because the connectivity of the "Aryl-NHCS" group (last 
possibility for variable X of claim 25 and R 5 of claim 26) is unclear. How is this group attached to the 
CH group? Is it possibility one, CH-CSNH-aryl, or possibility two, CH-aryl-NHCS? If the connection is 
possibility two, the octet of the carbon atom is not fulfilled (it is trivalent). 

1 0. Claim 28 recites the possibility of compounds of claims 24-27 existing as multimers. There is 
insufficient antecedent basis for this limitation in the claim. In each of these claims, it is unclear how the 
second (and higher) unit(s) is (are) attached to the first unit. None of the variables in claims 24-27 
provides clear interpretation as to how the other units are attached. 

Claim Rejections - 35 USC § 102 
I I . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

1 2. Claims 24 and 29-34 are rejected under 35 U.S.C. 1 02(b) as being anticipated by Huskens et al. 
(Inorganic Chemistry, 1997, 36, 1495-1503, cited in IDS). Huskens et al. teach the preparation of D02A- 
EP (page 1495) and gadolinium, magnesium, and calcium chelates thereof (page 1499). In D02A-EP, the 
ring is 1 ,4,7, 1 0-tetrazazcyclododecane. In this compound, the nitrogen atoms are substituted as follows: 
nitrogen atoms I and 7 are substituted with a CH2CO2H group; nitrogen atom 4 is substituted with a 
CH 2 P(0)(OEt)(OH) group; and nitrogen atom 10 is substituted with CH 2 P(0)(OH) 2 group. These 
compounds are useful as magnetic resonance imaging (MRI) agents, diagnostic agents, and 
radiotherapeutic agents (page 1495). 



Application/Control Number: 10/584,430 Page 7 

Art Unit: 1624 

I 3. Claims 24-25, 27, and 29-34 are rejected under 35 U.S.C. 1 02(b) as being anticipated by 
Ranganathan et al. (WO 95/3 1 444, published 23 November 1 995, cited in IDS). Ranganathan et al. teach 
example 10 (pages 57-59). In this example, both the compounds and its corresponding gadolinium 
chelate are taught. The compound is a 1 ,4,7, 1 0-tetraazacyclododecane ring substituted by three 
CH2CO2H groups (at nitrogen atoms 1 , 4, and 10) and one CH2P(0)(OH)2 (at nitrogen atom 7). Step A 
of example 1 0 teaches the preparation of the compound (this compound is the first compound listed in 
claim 27). Step B teaches the preparation of the gadolinium salt. This compound is useful as an imaging, 
diagnostic, and radiotherapeutic agent (page 1 4, lines I 9-32). 

1 4. Claims 24-25, 27, and 3 1 -34 are rejected under 35 U.S.C. 1 02(b) as being anticipated by Zimova 
et al. (Czechoslovak Journal of Physics, 2003, 53, pages A803-A808, available January 2003, cited in IDS). 
Zimova et al. teach compound P2 (page A804). This compound has a 1 ,4,7, 1 0-tetraazacyclododecane 
ring substituted by three CH2CO2H groups (at the 1 , 7, and 1 0 nitrogen atoms) and one CH2P(0)(OH)2 
group (on the 4-nitrogen atom of the ring) (this compound is the first compound listed in claim 27). 
This compound is useful as a diagnostic, radiotherapeutic, or radioimmunotherapeutic agent (page 
A803). 

Claim Rejections - 35 USC § 103 

1 5. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

16. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. I, 148 USPQ 459 (1966), 
that are applied for establishing a background for determining obviousness under 35 U.S.C. 1 03(a) are 
summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 

1 7. Claims 25, 27, and 3 1 -34 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Ranganathan et al. (WO 95/3 1 444, published 23 November 1 995, cited in IDS). 
Determining the scope and contents of the prior art 

Ranganathan et al. teach example 1 0 (pages 57-59). In this example, both the compounds and its 
corresponding gadolinium chelate are taught. The compound is a 1 ,4,7, 1 0-tetraazacyclododecane ring 
substituted by three CH2CO2H groups (at nitrogen atoms 1 , 4, and 1 0) and one CH2P(0)(OH)2 (at 
nitrogen atom 7). Step A of example 10 teaches the preparation of the compound. Step B teaches the 
preparation of the gadolinium salt. This compound is useful as an imaging, diagnostic, and 
radiotherapeutic agent (page 1 4, lines 1 9-32). 
Ascertaining the differences between the prior art and the claims at issue 

In the instant application, variable R6 can be a CH(Me)P(0)(OH)2 group. In the prior art, variable R6 is 
CH2P(0)(OH)2. The difference between these two groups is the existence of a CH2 versus a CH(Me) 
group. 

Resolving the level of ordinary skill in the pertinent art 

Those of relative skill in the art are those with level of skill of the authors of the references cited to 
support the examiner's position. The relative skill of those in this art is MD's, PhD's, or those with 
advanced degrees and the requisite experience in preparation of compounds of the claims 24-27. 
Considering objective evidence present in the application indicating obviousness or nonobviousness 
Ranganathan et al. teach that a compound of example 1 0 is useful as an imaging, diagnostic, and 
radiotherapeutic agent. 

In re Lohr and Spurlin (I 37 USPQ 548) teaches: 
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When a new compound so closely related to a prior art compound to be structurally obvious is 
sought to be patented, clear and convincing evidence of substantially greater effectiveness is 
needed. 

In a comparison of the instant application and the prior art, one of ordinary skill in the art expects a 
reasonable expectation of success because the only difference between the two compounds is a Chh 
and CH(Me) group. The final product of example I 0 works in the same field of study as the second 
compound of claim 27. Thus, in this class of compounds, a hydrogen atom is considered an analogue of 
a methyl group. 

1 8. Claims 25, 27, and 3 1 -34 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over Zimova 
et al. (Czechoslovak Journal of Physics, 2003, 53, pages A803-A808, available January 2003, cited in IDS) in 
view of Ranganathan et al. (WO 95/3 1 444, published 23 November 1 995, cited in IDS). 
Determining the scope and contents of the prior art 

Zimova et al. teach compound P2 (page A804). This compound has a 1 ,4,7, 1 0-tetraazacyclododecane 
ring substituted by three CH2CO2H groups (at the I, 7, and 10 nitrogen atoms) and one CH2P(0)(OH)2 
group (on the 4-nitrogen atom of the ring). This compound is useful as a diagnostic, radiotherapeutic, 
or radioimmunotherapeutic agent (page A803). 

Ranganathan et al. teach example 1 0 (pages 57-59). In this example, both the compounds and its 
corresponding gadolinium chelate are taught. The compound is a 1 ,4,7, 1 0-tetraazacyclododecane ring 
substituted by three CH2CO2H groups (at nitrogen atoms 1 , 4, and 1 0) and one CH2P(0)(OH)2 (at 
nitrogen atom 7). Step A of example 1 0 teaches the preparation of the compound. Step B teaches the 
preparation of the gadolinium salt. This compound is useful as an imaging, diagnostic, and 
radiotherapeutic agent (page 1 4, lines 1 9-32). 
Ascertaining the differences between the prior art and the claims at issue 
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In the instant application, variable R6 can be a CH(Me)P(0)(OH)2 group. In the prior art, variable R6 is 
CH2P(0)(OH)2. The difference between these two groups is the existence of a CH2 versus a CH(Me) 
group. 

Resolving the level of ordinary skill in the pertinent art 

Those of relative skill in the art are those with level of skill of the authors of the references cited to 
support the examiner's position. The relative skill of those in this art is MD's, PhD's, or those with 
advanced degrees and the requisite experience in preparation of compounds of claims 24-27. 
Considering objective evidence present in the application indicating obviousness or nonobviousness 
Zimova et al. et al. teach that compound P2 is useful as an imaging, diagnostic, and radiotherapeutic 
agent. 

In re Lohr and Spurlin (1 37 USPQ 548) teaches: 

When a new compound so closely related to a prior art compound to be structurally obvious is 
sought to be patented, clear and convincing evidence of substantially greater effectiveness is 
needed. 

In a comparison of the instant application and the prior art, one of ordinary skill in the art expects a 
reasonable expectation of success because the only difference between the two compounds is a CH2 
and CH(Me) group. The final product of example 1 0 works in the same field of study as the second 
compound of claim 27. Thus, in this class of compounds, a hydrogen atom is considered an analogue of 
a methyl group. It is important to note that the product of step A of example 1 0 in Ranganathan et al. 
and compound P2 are the same compound. Based on the teaching of Ranganathan, compound P2 of 
Zimova et al. can be made into a gadolinium salt. 

Double Patenting 

1 9. Claim 34 is objected to under 37 CFR 1 .75 as being a substantial duplicate of claim 33. When 
two claims in an application are duplicates or else are so close in content that they both cover the same 
thing, despite a slight difference in wording, it is proper after allowing one claim to object to the other 
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as being a substantial duplicate of the allowed claim. See MPEP § 706.03(k). Claim 34 is a duplicate of 
claim 33 because the intended use for the kit does not carry any patentable weight. 

Conclusion 

20. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to NOBLE JARRELL whose telephone number is (571)272-9077. The examiner can 
normally be reached on M-F 7:30 A.M - 6:00 P.M. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Mr. 
James O. Wilson can be reached on (571) 272-0661 . The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 

/Noble Jarrell/ /James O. Wilson/ 

Examiner, Art Unit 1624 Supervisory Patent Examiner, Art Unit 1624 



